Introduction
Interleukin-6 (IL-6) is a multifunctional cytokine that regulates the immune response, acute phase anaphylactic reaction, and haematopoiesis. It is known that IL-6 is produced by various cells. Considering that IL-6 production may play a critical role in a number of disease, chronic inflammation, and lymphoid malignancies, relatively little is known about the effects of anti-inflammatory drugs on cytokine synthesis. It might therefore be worthwhile investigating the relationship between its inhibition and the mechanism of action of anti-inflammatory drugs. Triazolodiazepine (Tri) is a hetrazepine platelet-activating factor (PAF) antagonist. It exerts strong anti-inflammatory effects on many in vivo and in vitro models. In the present study, the effects of Tri on the production of IL-6 from mouse splenocytes and cultured rabbit synovial cells were examined. Results IL-6 production induced by LP& The levels of IL-6 production were determined by measuring the radioactivity of PH]-TdR incorporation in 7TD1 cells. LPS at 6-12 t.tg/ml markedly induced IL-6 production from murine spleen cells (Fig. 1) Reduction o.f IL-6 production from synovial cells by
Materials and Methods
Tri: IL-6 release challenged by IL-1 (100 U/ml) was markedly reduced by Tri (10 btmol/1). Tri also inhibited TNF (10 U/ml) induced IL-6 production at 1 and 10 l.tmol/1 (Fig. 4) . 1 In previous work it was found that IL-6 stimulated proliferation of synovial cells. These data suggest that abnormal IL-6 production may be an important pathological parameter and a contributory factor in the proliferative lesions of arthritic disease.
Tri is a specific PAF antagonist. We found that Tri reduced the production of TNF from murine peritoneal macrophages, IL-1 and colony-stimulating factor from mouse splenocytes. 4 ,n In this study we found that Tri exerted strong inhibitory effects on IL-6 production from LPS stimulated murine spleen cells and cultured rabbit synovial cells. We speculate that PAF may play an essential role in the production of these cytokines. PAF is a major inflammatory mediator which may interact with other cytokines such as IL-1, IL-6, CSF and TNF, thereby resulting in an autocatalytic augmentation of the inflammatory response. 3'12-14 Tri, being able to exhibit strong inhibitory effects on the production of these mediators, may be of great use in anti-inflammatory therapy.
